6-Bromo-N-[3,5-dimethyl-1-(tetrahydro-2H-pyran-4-ylmethyl)-1H-pyrazol-4-yl]-2-(trifluoromethyl)quinoline-4-carboxamide (11):
Prepared according to general procedure 9B from 6-bromo-2-(trifluoromethyl)quinoline-4-carboxylic acid (100 mg, 312 µmol, CAS-RN 1023815-61-3) and 3,5-dimethyl-1-(tetrahydro-2H-pyran-4-ylmethyl)-1H-pyrazol-4-amine (78. 5 3 mmol, 64) in ethanol (160 mL) was added water (80 mL), acetic acid (16 mL), and zinc dust (3.20 g, 49.0 mmol). This reaction mixture was stirred at 60°C for 1.5 h. After cooling to 25°C the suspension was filtered through Celite, washed with ethyl acetate, and the complete filtrate was evaporated. To the residue was added water (100 mL) and conc. aq. sodium carbonate (50 mL). This aqueous phase was extracted three times with ethyl acetate (150 mL). The combined organic layer was washed with brine, dried over sodium sulfate, filtered and evaporated to obtain a crude product that was purified by flash chromatography to obtain compound 65 (2.66 g, 92%): 1 H NMR (300 MHz, 1 mmol, 69) in methanol (56 mL) and tetrahydrofuran (20 mL) was added a solution of sodium hydroxide (4.35 g, 109 mmol) in water (111 mL). This mixture was stirred for 1 h at 25°C and then concentrated in vacuo. The residue was diluted with water. 10% aq. sulfuric acid was added until pH 5 was reached. After stirring for additional 15 min the solid was isolated by filtration and dried in vacuo to obtain the desired compound 69 (2.38 g, 84%), which was used without further purification 
69
Methyl 2-carbamoyl-7-fluoroquinoline-4-carboxylate (69): To a solution of dimethyl 7-fluoroquinoline-2,4-dicarboxylate (3.05 g, 11.6 mmol, 68) in methanol (42 mL) was added a 7 M solution of ammonia in methanol (41 mL; 290 mmol) and stirred for 3.5 h at 50°C. After cooling to 25°C, the precipitate was isolated by filtration and dried to give the desired compound 69 (2.33 g, 81%), which was used without further purification 
68
Dimethyl 7-fluoroquinoline-2,4-dicarboxylate (68): A mixture of 7-fluoroquinoline-2,4-dicarboxylic acid (6.0 g, 25.5 mmol, 67) and thionyl chloride (28 mL, 383 mmol) was heated at 80°C for 2 d. After cooling to 25°C the resulting suspension was evaporated to dryness in vacuo. This crude product was suspended in methanol (47 mL) and refluxed for 3 hours. After cooling to 25°C the solid was isolated by filtration to give compound 68 (3.06 g, 46%), which was used without further purification: potassium hydroxide solution (75 mL) was added pyruvic acid (4.67 g, 53.0 mmol) and this mixture was heated at 40°C for 18 h. After cooling to room temperature 10% aq. sulfuric acid was added until pH reached about 1. The precipitate was isolated by filtration and dried in vacuo to give the desired compound 67 (6.02 g, 85%), which was used without further purification in an autoclave and di(1-adamantyl)-n-butylphosphine (43.1 mg, 120 µmol), palladium(II) acetate (27.0 mg, 120 µmol) and triethylamine (1.01 mL, 7.22 mmol) were added. The autoclave was purged 3 times with carbon monoxide and put to a carbon monoxide pressure of 215 psi. After stirring for 30 min at 25°C the autoclave was evaporated and filled again with carbon monoxide to a pressure of 194 psi. Under this pressure the reaction mixture was stirred at 80°C for 16 h and afterwards filtrated and evaporated. The crude product was purified by flash column chromatography to yield 500 mg 2,4-Dibromo-1,7-naphthyridine (25d): 1,7-naphthyridine-2,4-diol (1.22 g, 7.52 mmol, 25e) was suspended in 1-butyl-1-methylpyrrolidinium trifluoromethansulfonate (15.8 mL) and phosphorus oxybromide (7.11 g, 24.81 mmol) was added. The reaction mixture was stirred at 85°C for 16 h and poured into ice cold 50% sodium hydroxide solution. The precipitate was filtered off and dried. The crude product was resuspended in methanol and after stirring for 1 h again filtrated and dried to yield 690 mg (30%) of the desired 2,4-dibromo-1,7 water (18.9 mL), a suspension of sodium 1,4-diethoxy-1,4-dioxobut-2-en-2-olate (10.5 g, 49.9 mmol, CAS-RN 52980-17-3) in water (24.5 mL) was added. The mixture was stirred at 85°C overnight. Then, it was concentrated in vacuo and purified by flash chromatography to yield 4.26 g (38%) of the desired ethyl 5- 9 mg, 384 µmol, 52a) 
38

N 4 -[1-(4-Cyanobenzyl)-5-methyl-3-(trifluoromethyl)-1H-pyrazol-4-yl]-7-fluoro-N
